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<4 0> Ifwt^#I(D|l^t, iWMgi^^tx-tfl: 

oTfcsiuE< 3 9 >\z&M<Dmmm{mmBfcmmmmmxh% 0 
<4 2> ^©at^#M^ia^i s w^-fb^^i^^bT-K^ 

i2<3 9>^^<4 3 ><D^ttiMz.mm<Dmmm<k&mBfe&&mmmwx°h 



IS 



•So 

^Bfj|B< 3 9 4 5 >(D^T^^i-IB«cOl!jM^b14^afe^¥iJ^M 

5^J£^I££$ Stifle < 3 9 >frb< 4 6 >OV^-f ft/^lBfc^SJlM 

m^mm^mmm. % mm =* > t° ^ - * ~ Ktfc*&-r 5 jfa.<f imag^i^ £*a tntfr 

<5 0 
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< 5 2 > mm<DWim*£mm$.&&b, mmmitfemmttmifcLx-nit 
mt&m&femmmfeT'v &xhz> 0 

his oMfDWim&ikfe&tfmmfc^^x, mmmkfo%u£% / >t£ < t 
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BB©fI¥fcRB 

Bill S2 - l frb&2- 2*te#££;h,5itfc^S©Efl«r*L;fc:BT 
@2tt, £ 2 - 1>£>* 2 - 2 fc^S^Sate^Sl^S^Sr* LfcHT 

mmwjmmmmi&ki^ &&&&&& m^m, i^is, jbss, * 

*5fc#«te<0«Bi:fc?K #£©i£Ste:Srr 5JG$tt* HSft^llgfcB^fcaH- 
$^J&tt©fSA^£ U14L#5o fcte^ii^fcoT t>»lSte2&#tti<5 £ 
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ttKfcfcv\, snp (-mm^m) hmi&teT-^mv-mx&ztih 

Sr^-yXJtl OJ^±^o^7^rr^#:6. 6 3 5 (P<0. 0 1) £l±tLT, I 

WlfcJS*tJb5. -fr#* *H j en«illlR«'(fcBBjtat€-?#Si-fej/ h-T?*>5. * 
^Kfcffiv^ih/S**©*^ £3!M\ ±E* 1 - 1 1 - 4 ^©»flRB!{b 
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m3i 



is 7 ? 


ass? i 


symbol 


cyto 






75/i£gJi 






1 


eNOS 


NOS3 


7q36 




DS(Glu298 — Asp) 1 


3Lu298 — Asp 


2 


eNOS 


NOS3 


7q36 




CM(T-786 — C) 




3 


eNOS 


NOS3 


7q36 


S4-f>hP> 


4repeatS 

(4repeats — ► 5repeats) 










A 
*t 


ACE 


ACE 


17q23 




Dg[ I,D(I:iAI, 
D : fcffcfi)] 




5 




AGT 


1q42-q43 


^2x£y> 


TS (Met 235 - Thr ) 


Met235Thr 


6 


AT1 R 


AGTR1 


3q21-q25 




CS(A-1.166 — C) 








7 


GP lb, K 


GP1BA 


17pter-p 12 


Iba 


MS (Thr 145— Met) 


Thr145Met 


8 


GPEb, IHa 


ITGB3 


17q21.32 


ma m 


A2S(P1 : A1 — A2) 




9 


PAF7-fe^;i/fcH r n ; 5— t? 


LOC1.30273 


2q35 


g£9X^y> 


TS!(G 994 — T) 




10 




F7 


13q34 


H4-<l/hP> 


H7H5 ( H7, H6, H5) 




11 




F7 


13q34 


^8X>7V> 


G353 -> A 


RS(Arg -> Gin) 


12 




F8 


Xq28 


tg2X£y> 


GM(G, T) 




13 




F12 


5q33-qter 




CM(C46 -> T) 




14 




FGB 


4q28 




AS(G-455 — A) 




15 


PAM 


SERPINE1 


7q21.3-q22 




4GS(4G. 5G) 








16 


7#*>/<$J*E 


APOE 


19q13.2 


^4X^7V> 


Eg(E2, E3, E4) 




17 




APOA1 


11q23-q24 


KringlelV 


TH!(Met66— Thr) 


Met66Thr 


18 




APOA2 


1q21-q23 








19 




APOA4 


11q23 








20 




APOAV 


11q23 








21 


7#fc//<**B 


APOB 


2p24-p23 




X+S (X+,X-) 




22 


LPL 


LPL 


8p22 


^9X^7V> 


Xg} (Ser 477 -+ stop) 


Ser477Ter 


23 


CETP 


CEPT 


16q21 




B1S(B1,B2) 




24 


HUMPONA " 


PON1 


7q21.3 




ArgS(Glu192 — Arg) 


GIu192 — Arg 


25 












Met55 — > Leu 






26 




HSPA1A 


6q21.3 




AgKC-110 — A) 




27 




HSPA1B 


6q21.3 








28 


TNF-a 


TNF 


6q21.3 


5"JIMMRMt 


ASJ(G-308 -» A) 




zy 


p22phox 


LOC113690 


16q24.2 


Sl4x>>y> 


C242 - T 


His72 — Tyr 


30 


MTHFR 


MTHFR 


1q36.3 




ValS 

(C677— TlCcfcyAla 


Ala -* Val 


31 


TGF- £ 1 


TGFB1 


19q13.1 


S1X^7V> 


T29 — C 


LeulOPro 


32 








Six^y> 


G74-C 


Arg25Pro 


oo 


IRS-1 


IRS1 


2q36 




codon 972 


Gly972Arg 


34 


glycogen synthase 


GYS1 




Siox^y> 




Met416Val j 


35 


fatty acid binding protein 


FABP2 


4q28„q31 




codon 54 


Ala54Thr 
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VH\ 2m©5t{E^#^"^fe^«, fll*.^ *3 ^fam^-ci^ SERP 
I NE 1 £ACE££V>V\ 3«<0*fc^£ST?fcih,fi£ '"0iitWr.SER"P I NE 
It. APOA1 t APOA2^V^9. 

srt&v^, mz.)*. mz^mmztiz-PA i - 1 ttm&m^-tirzyv^ 

-?-W©#St'fc5SERP I NE l&mat, GOV If— hft^H*5 4 

ERP I NE l#Ml31oV^T»^Ojt^Mfi, 4G/4G, 4G/5G& 
£tf5G/5G<DVvf*i,j&:»fc:ft5 0 1*1$^ * 3 f fc|B«$^5 A C E SrHSigB 
fi:t5*16-f/M3^1tS>5ACE#li:tt, 3fAS (II) 

m (di) ©afrstafre^as^&u roHDi^fe^t^So -©ace 

#M^oV^TO##^»fc^§^ D/D, D/I43J:t^I/I 

rcDSERP INE l&mt. ACE#-§H&, fflktofcfc^&W. 
tlTMLfci^ ^(DM^^gl-T^jt^^Mom^tt^ 4G/4G£ 
D/Di:^t5i^ 4G/4GtD/I tZG-TZWf&m. ±&X* 9 ffi 9 T? 

jiff, SERP I NE l#gfcov*T«ft;ttfe<0*e^Sl«:, felfeMStft^S: 
**T*ft54G/4Gi:, ^^^^ 4Gi 5Gi^fntft5^5G 
^^T'tt5 5G/? H^iU ACE#H-oV^T^IHifcD/D , I 
/ ? £ tc#g U pg^M^a^M^m^Sr 4 G/ 4 G D/D 
£\ 4G/4GH/?^mi^ 5G/?fcD/DtS:tt5*^ 5 

G/4GiD/Dt©m) > ^ti/«^m^*i:©2®t)fc«IE^LT, 
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m*.1ts PA I -UHlHf itSSERP INE1#1, MTHFR^I 
jgE^-fSMTHF R#3L & J;tJ«A C E SrM^IS^ i "f § A C E#M<D 4 G 
/4GiVal/Va 1 tD/D gglbMftJBIf UM^fMBJlI ft t 

<Dm\a*s *r*fcjE©BMH4 (H»iRrtii^tt«^iE»ftii^**5^i^oBB 

iBffft^aa^nittx K^ftjewiKiifiiSfliKiisM^srffl'v^. ^Mfi 
m^mm^mmmt lt», a«$tbfca«ij«rtKtK*^«:jEffft©-tt88 

^fcisttS^^fi-efcSWIEWft (IMT) <&ff x &£t>\ 
MrtJ^^^m^Mft©-M'J^t-*3^5S^T'fc5^^:JiE)f:ft (P IM 

x*foz>, n® i Mftmz&ft%mmmftm*m&&fc<D¥mm]£<DM / A (aim 

T) ^0. 2mm£(i©i^ &£Xfi. |imfc^*tt©ftfcttfcitT;fc5, SIS 
»5>Wfc^»t5'|g»mrtR^l^^ft©ft^l!EJ9ft©Ji^ (AP IMT) ^o. 

s grtbBRAK^Ktt^ieffft^^ <t*A©Sr»IRrtjK^JK«^IBI![ft¥^J: 

mmtm&mtfemvtc.m&\^ this ow<DWi9m<t&Bmmmz.& 

L< «6 0%#±£ft*K '>^<H15 0«©*»lllRi!ft^Jil«^|IBaii:4SV^T 
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*>* 0*X.*V^ffi, OT0iJ(C:*3V^T^|a'a••& : lrWUTV^5/^ e --•fe>7 i --V ; ^± 

o 

b) ii/jv««i«-*ia*^BBit-f5atfi^-#ai* 

c ) jffiuncHjgi-sate^si* 

d) -K^s^^BiifffcHjii-sa^^aiP 

e ) TNF-oat^fcBBjt-rsate^s^ 

f) lRS-ll^i:ilt5l^ISI 

g ) FABP2*t&ttwm-r&m& : ¥-&mm 
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i ) NAD P • NADPHWIp 2 2 p h o x Km^juSMB^mm 

j) ^fvyff7t Kn m^MTi&M (M T H F R ) \zm&T%*Mm=F£Wm 
k) m^3y??>;<?W7 0-i\zmmir%ii.te^mW^ - . 

i) TGF-/5 la^fcHati-sae^sip • 

fufEa)^ 1 ) <Dffi.<D?1b s d) -^b^^^^^M3gi-6it^# 

f) i Rs-i^^zm^i-^^^mm, h) n^Dn^y^i 

^jt^(cii^i-55t^#MII, 33£t^ i) NADP-NADPHWI 

p 2 2 p h o x ^Mi-sat^^i^^ w y ^^14 • jfiLW^^atgra 

M^, k) |v 3 y** ^^17 0- l ^Migi-5A^#M^. fcitf, 1 

) tgf-]3 i&te+Km&'tzikfc^mmfes ^m^mmthx^tibx 

a) • Ty^^-x^^v^^M^-rSst^^M^^ 

, ^#^iLEM5St LT££x.5r b) Jk/J^atg • ^©m^Kiit- 

m-tzi&fc^mms g) fabp 2mfc*Kmmir%WLfc¥irmm* 
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(a) y ^^cft • skmiH^mmmm 
(b) 

(D) ^W^ifiLiE 
(E) 

(f) m % 

mtstixte*). mmmt^'brn*. imi^y^fy y?\z&^xm^ft® 

GP (^yn/PT-fy) lb, IXyty^-^vWF (von Willebrand fac 

tor) ^M-fsafc^K MSiB©7^/y;-^yyt^-tfc5GPii 

-g^un^cs^ bi ii-r & 5t^#^p , TNF-a \z mm-rzw: 

fc^mm, I RS-lat^^rM1-5m^^#§^, FABP 2 5t^t^BI 
£fc, MTHFR Mfyy7f7tKoit»l) tes /J^^tM^ 
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^^W^xh^k Kn^JlTD^ (MTHFR) tcH^t Satfc^M^ & 
I/yff7tKnlfI^ii (MTHFR) MH^f <h , 

, pa i -imteTfcmmtzmte^£mmm\z.m^bti% 0 tut, tufei/- 

^fg&«jM<z>IE)¥g^ 

mmz&zmwjmftm^mm&mmm (imt) oaij^-^ T ^^ o ^ 

L7c01l)M^^^II^^IEJ¥S (IMT) (Dmfemzzv-mxfozft, fufE 
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»I60. 1mm) 

ifltt % jin.#rtftfli© iJl©te«— MEaa-fc* ^^^^ii^^-^itji 
% imt^i oSftJ:!9 7 o«f^*-t?ip»fc kt>\z.mtt&$i\z.min^ %<Dm 

IMT = 0. 08 x Age + 0. 3 ( 3 < Age < 80 yr ) [1] 

tUttt, IMT©t*tt**t**IMT (Max- IMT) . IMT©?^ 
I MT (Av g IMT) % -?7 — ?*^T (PS) % ^UjM^X^ 

N |Ma x I MT^^fM^t'^ UT^ffiiBI l.cm*5il?I^l 1 c mCOft 
3 > h<D¥-%3%A v g IMTit^l^f^ M&<D®MWlM (common car 
otid:CC) ^b^fj^HS^N P^MWiM (internal carotid: IC) © 3 $&lifr®£>£ 
Jifc^-TSaS^S (near wall) *5£tfjg4MS (far wall) <D&# 1 2 ©JEJ¥^ 
ft^tSrAvg IMTttSI^ Sfc. fe^iDJIGI^^SrAvg 
IMTir-TSW^tV^So far wall©— j£KB©¥*&IEff£&me a 

ri IMTtt5^fct>ife5, ^ffl©SJttJIRO^««PJ; 9 ^ffiffiB 1 0 mm 

©far wall©|E*«.S:it*2:i-S-fc , b*)5. 

/7^-^^a7 (ps) tt, ^ttffiSrXJpi: Ltl 5mmfoIliI?:4Ei 
fc|2#U 3-*©gM£-e© 1 . 1 mm^±©-7°7 — ^7 W^^M^WiWM^fD^ 
?P&V^ 0 ±^©3~4!M©#SM£T*©7 B '7 — * (IMT1. lcm« 

±) ©^©EfP&T 6 ^-^^- (PN) b*£A,X-mmk~tZ>tb hhZo 
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mxh% 0 

-w<Dmmm(DftWi*$j:y)tpumi ommofar ™n<Dmm&&%gm 

ft5ri^<, AvglMT^mean I MT^M^ft^ilfC&S^ j$ 
lhEE£«:#5*e>tt x ^7^»5rHS#<, PS % PNjSit^a x I 

*D*fcbTW\ «UMTOii# (A IMT) *5j;t^±IMT©i## (AP I 

mt) MMTft u^fmmmimmmmm^m 

&Bt<Dfmmz.^Tfe s #<©*«f^$*r / T3S5, »fcAIMTlcov>ttt 
, AIMT^O. 3 3 9mml|j)0t5^ifc^i©tyX^4. 9#fc*5 
£i:^£n£>tl/T3o<? (Yamasaki. Diabetes Care 2000 (9)) ; AIMTIr®Ji!^! 

immmkvxm^timmi*. u^x^m^mmmmmm^mm^m^v ^ 



Tt>«tv> 0 -r#£>^ hoiwiBttftoate^ai^fe^tb-ett, n 

Vitelli £>KJ\ WlBW4tMWi&m£. (AR I C Study) fc^T 
N 2 0 8W©M&JIWBJ!te*r*r5 (^IMT, 1.2 1 mm) Hm&ft% b 
2 0 8#J©JIBJ?£:££fc^ W&IMT. 0. 6 3 mm) #J£gfclPrt£J£tfc L 

J£fHSI£r$:#M& UTVn§ [Vitelli LL. Diabetes Care 1997; 20: 1454-8]„ 

PS (AR I C Study) Vmmmt IMT©»V^Htt^$il, 
&5^tei«ilfcjGES#T*{»M;$S£ fcfc&VMSaiH^ft-*:: £^£*ifc: [Howa 
rd G, JAMA 1998 ; 279 : 119-24. ] . 

Sutton-Tyrrell t>\*. m^tt<Dm&Wi t fflBfeizfeV* I MT b 
T^-^ff^Sr&fftU ilia!)^IMT(j:0. 69^0. 7 7mm, 
-*fc»«>5£ftB:2 5^5 4%^i:fir*KHtiD-r5 r b X V % W»3S#t£©l& 
IR^bSriEai-rSClt^^LTV^ [Sutton-Tyrrell K, Stroke 1998; 29: 11 
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16-21] o 

W)mfflk<vmmbLxm*(n$m&®M*fr%jtbtix^z> 0 m e t obit 
, mmmtMmmm^. (aric study) x imt mmmt^mmm^ 

^■tLXCO-t^ %u ^^^^^pTfgtt^^I^bTVN5[Nieto FJ, Circulati 
on 1996; 94: 922-7 ],...: 

hxm\Bim^m^n^\ immmm% (3ot*i) -m, ¥$k mmmmmn 
m, ^r^n t>M cimmiLLtcfemm^xhzz. 2mmmmmm (3 

UmmmmskEE, lgM;^i&B^Tfe5r££$g£Lfc[Yamasaki Y, Diabete 
s 1994; 43: 634-639] 0 
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&T\Zft*tfi%i><D&mtfZ (Clin. Ch em. 43:1114-11 
2 0, 1 9 9 7) 0 v/-^xy^J:it at^^SSr^tpDN A^SrEg? 
fc^«-^a:^-t-5^t?fc.« 0 PCRfe(;i:^Tf*,.Mfc^#Mfc^i£fr:/ 

7<f^-&t>*>^T N h%^fc^&m<D7t*&mmmm-fz> 0 pcr^^ 

lele Specific Primer (ASP) -PCR^j; 5 fc. 3 

S«JT?#5RR«? £ < tettRtt#V> 0 Ta qMa n «fcfc*5^T£3fe&* £ MftWfc 
w ©»ffiSr^tf**«ri»ffi- 6 «fc 5 fcttff Ufc:/7<f — C* P C RSlSSrfT 5 . 

, ^Oit^#M^^b5* Wfc#&&|a?iJ£#*>, 3' (UK 37 7 7>g2?(| 

T^n^i©3l«©t!l ^*^K«TttV\ Ta qMa nft&nttOJK 

S{CT )£<DT WW^a-yaW -f \J XL^Sr^Jg-Ct 60 MALD I 

-TOF/MSaclC*5VvtM\ Jt^#M^tC»^i-$y7>f T^Sr^UT 
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*!1-5o oV>T% MALDI-TOF/MS^iV^ WlfcddNTP^i 
^^»J-T5-i:^j: l 9 3l'e^#M^Pl^1-?)o Hybrigen efe<fcif©D 

tf * y * * v*-?- -7^ias u p c R%m z&tci- ^dna t <o 

#jiJB^j^V>^^5>Xm^*U-CV>T©*|SW^^H'5o 
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fc^g©-*? h UTW&*»H:"t5it©J5j&\ £>a : 'f-£ftfc 



m <0 * <f5 ¥ # M. fa h ft 5 h co -efc o T & £ V * o 

d) -*fls«*^**Ki88ai-6a€ : f-*a* 

e ) TNF-oa^fcwai-t-satfi^si^ 

f) iRs-ia^^wigi-safe^ai* 

g) FABP2»fc : ?-K:H*rs»e-*#8!# ' 

i ) NAD P • NADPHSKb&MS.p 2 2 p h o x fcHji-T 55tfc^#MH 

i) TGF- 3 i sfcfc^awB 

♦^©aft-e^SUfeffi**^ 1 - 1 1 - 4 cpK:fE«E©»||R« 

jt3H5iP#3l"fc 2/ b^O 5 lba>&3Sft£ft54>ft< t t>-<D^&B^^Wbl§^3ifc^#• 
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, mAm^&m^y hKfafazmfc^m (^2-1^^2-2) i^iam^it 

^r^^VN?,- fc*St?t PCR^ffit^hybr igenel TaqMa 

bTc^ox, st^^-^M^^^y Mete, ^tnb<Dmfc^%k%ifcm-fz>T.m 

M<Z)^^ia@-r5(D^-^-efc?)^, Allele Specific P 
r imer (ASP) -P CRfe© J: 9 3' <b 2 # g izAB^^m 
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$ e> (d N ^ 2 - 1 ^ e>« 2 - 2 wz.ti l m<o&&*£>mi>* bm^tit^^ < t 

£fc s 12- i^^^2-2 4 J fcE«s^at^#^^^^^tb^>^< fct 
2{©(D3t^#M^-oV^T^^^^^aiffl7 p y^-^-^/c^7 0 ^--^^^U 
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c ) mmzmm-tzi&fc^mm 

f) iRs-ifcfc^Bfc-rsae^i* 

g) F AB P 25t^fc^5g-t-53tfe : F-#M^ 

i) N AD P •NADPHWip 2 2 p h o x KHH^f 55tfc^®f£ 

i) TGF-e im.fc^mmirz>]kfc^mm 

m-7v--?%^-tz>z. turn*. *%w<D$)%:%m£te^m<o , T&&&to<o#& 

BufBI&M^tt^B^^^J^ffl^^ ^nrw »x fed* tfc/o 
-^SrXSE^^Jt-rS^fe^^^x II-t-e^t5Af f ime't r i xf±<D 
^iSfe^*ifetbT*3 0, £©J:5fc#ftfcEv^feft5fc<B^;fco-Ct>.fcv\, £fc 

fcfej&>C«>PCRT?itfgL-C*5< i tdS«ft©±*»feS* bv^ 
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ref. SNP ID 






Accession?! -*§- 


1 


Enos(T-786C) 




1 




GDB:209976 


2 


Enos (Glu298Asp) 


rs1 799983 








3 


IRS-1 (GLY97 1 ARG) 


rs1801278 








4 


glycogen_synthase(M41 6V) 




2 




GDB:134184 


5 


P 22phox(C242T) 




3 




GDB:1 25238 


6 


interleukin6(C-634G) 


rs3087226 








7 


TGF beta(T29C/Leu10Pro) 




4 




GDB:581114 


8 


TNF-alfa(g-308a) 




25 


1 


GDB:1 336833 


9 


mmp-9(C-1562T) 




5 




GDB:1 25224 


10 


MMP-12(A-82G) 




6 




GDB:266582 


11 


MCP-KA-2518G) 




7 




GDB:1 25279 


12 


MPO(G-463A) 




8 




GDB:120192 


13 


fractalkine_receptoKV249I) 


rs3732379 








14 


CRP(G1059C) 




26 


4 


GDB:1 19071 


15 


connexin37(C1019T) 




21 




GDB:127818 


16 


E-selectin(Ser1 28Arg) 




9 




GDB:120612 


17 


ICAMKE469K) 


rs5498 








18 


E-selectin(G98T) 




22 




GDB:120612 


19 


Dopamine-D2receptor (Ser31 1 Hys) 


rs1 801028 








20 


ACE(I/D) 




23 




GDB:1 19840 


21 


AT2-receptor(a1 1 66c) 


rs1 064536 








22 


angiotensinogen(t704c) 




10 




GDB:1 18750 


23 


beta3 adrenoceptoKTrp64Arg) 




27 


3 


GDB:203869 


| 24 


beta2 AdrenoreceptoKC79T) 


rs1042714 








25 


beta-adrenergic receptor(A46G) 


rs4997 








26 


HANP(T2238C) 


rs5065 








| 27 


GPIIbIIIa(C1565T) 




24 






28 


GPIa(A1648G) 




11 






29 


HPA-2(Thr145Met) 
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GDB:1 151 0064 
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1H51J 

TIT, C3 


Accession^-*? 


30 


GlycoproteinVI(Ser21 9Pro) 


rs1613662 






GDB:1 1500433 


31 


glycoproteinIa(C807T) 




12 




GDB:1 18806 


32 


Thrombomodulin(G-33A) 




13 




GDB:119613 


33 


FactorXII (C46T) 


rs1801020 








34 


alfa-Fib(Thr312Ala) 




29 


6 


GDB:119129 


35 


beta Fib(C148T) 




14 




GDB:119130 


36 


PAI-K4G/5G) 




15 




GDB:1 20297 


37 


MTHFR(C677T) 


rs1801133 








38 


ABCAKG1051A) 




16 




GDB:305294 


39 


HUMPONACMET55LEU) 


rs854560 








40 


PON1(Gly192Arg) 


rs662 








41 


PPAR_gamma(PR0 1 2ALA) 


rs1801282 








42 


hepatic_lipase(C-480T) 




17 




GDB:1 19366 


43 


Apo E(Cys112Arg) 




30 


2 


GDB:1 19691 


A A 

44 


microsomal triglyceride transfer protein 




O 1 


7 




(G-493T) 
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GDB:228961 


45 


lipoprotein lipase(Ser447STOP) 


rs328 








46 


Alfa_estrogen_receptor(PvuII in intronD 




18 




GDB:119120 


47 


serotonin_2A_receptor(T1 02C) 




19 






48 


Glutamate-cystein ligase(C-588T) 




32 
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GDB:132915 


49 


matrilyn promoteKA-181G) 
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mi 



*TNF alfa G-308A @2W§-1) 

250 ' ; : * 

ACAGACCACAGACCTGGTCCCCAAAAGAAATGGAGGCAATAGGTTTTGAGGGGCA 

308 . 

TGGGGACGGGGTTCAGCCTCCAGGGTWTACACAC 
250 

ACAGACGACAGACCTGGTCCCCAAAAGAAATGGAGGCAATAGGTTTTGAGGGGCA 
308 

TGAGGACGGGGTTCAGCCTCCAGGGTWTACACAC 
APOLIPOPRDTEIN E4 Cysll2Arg (®3?\W%-2) 

112Cys 

53 72 

CGCGGACATGGAGGACGTGTGCGGCCGCCTGGTGCAGTACCGCGGCGAGGTGCAG 
112Arg 

53 72 

CGCGGACATGGAGGACGTGCGCGGCCGCCTGGTGCAGTACCGCGGCGAGGTGCAG 
BETA 3 ADRENOCEPTOR Trp 64Arg ©3?!iiH§-3) 

64Trp 

266 302 

GTGGGAGGCAACCTGCTGGTCATCGTGGCCATCGCTTGGACGCCAAGACTGCAGACCATGACCAACGT 
GTTCGTG 

64Arg 

266 " 302 

GTGGGAGGCAACCTGCTGGTCATCGTGGCCATCGCTCGGACGCCAAGACTGCAGACCATGACCAACGT 
GTTCGTG 

C-reactive protein 1059G/C Pff4) 
1059G 

1030 1059 

GAAATGTGAACATGTGGGACTTTGTGCTGTCACCAGATGAGATTAACACCATCTATCTTGGCGGGC 
1059C. 

1030 1059 

GAAATGTGAACATGTGGGACTTTGTGCTCTCACCAGATGAGATTAACACCATCTATCTTGGCGGGC 



02 



Human platelet antigen-2 Thr 145Met (B&1@|#5) 
145Thr 

501 524 

GACCCTGCCCCCAGGGCTCCTGACGCCCACACCCAAGCTGGAGAAGCTCAGTCTGGCTAAC^CAACT 
TGACT 

145Met 

501 524 

GACCCTGCCCCCAGGGCTCCTGATGCCCACACCCAAGCTGGAGAAGCTCAGTCTGGCTAACAACAACT 
TGACT 

ALEA FIBRINOGEN Thr 312Ala (gSRIIHj 6) 
312Thr 

1010 1031 

GGGAGCTCTGGACCTGGAAGTACTGGAAGCTGGAACTCTGGGAGCTCTGGAACT 
312Ala 

1010 1031 

GGGAGCTCTGGACCTGGAAGTGCTGGAAGCTGGAACTCTGGGAGCTCTGGAACT 

MICROSOMAL TRIGLYCERIDE TRANSFER PROTEIN G-493T <&W*r7) 

-493G 
-520 

CTTTAACATTATTTTGAAGTGATTGGTGGTGGTATGAATTAACAGTTTAAATTTAAATCCT 

-493T 
-520 

CTTTAACIATTATTTTGAAGTGATTGGTTGTGGTATGAATTAACAGTTTAAATTTAAATCCT 
Glutamate-Cysteine Ligase Modifier subunit -588C/T @^(M#8) 
-588C 

-620 -588 

GGCGGCCGTGGGCGGAGCCGCGACCTGAACGCCGGGAGACCTCACCAGGCGGAGGCGGTGTCTACCTC 
AC 

-588T 

-620 -588 

GGCGGCCGTGGGCGGAGCCGCGACCTGAACGCTGGGAGACCTCACCAGGCGGAGGCGGTGTCTACCTC 
AC 
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SEQUENCE LISTING 



<110> Osaka Industrial Promotion Organization 

<120> A method for prediction of the risk of 
arteriosclerotic disease 

<130> 0S00103P 

<140> 
<141> 

<150> 2002-111132 
<151> 2002-04-12 

<160> 8 

<170> Patent In Ver. 2. 1 

<210> 1 
<211> 90 
<212> DNA 

<213> Homo sapiens 
<400> 1 

acagaccaca gacctggtcc ccaaaagaaa tggaggcaat aggttttgag gggcatgrgg 60 
acggggttca gcctccaggg tvvtacacac 90 
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<210> 2 
<211> 55 
<212> DNA 

<213> Homo sapiens 
<400> 2 

cgcggacatg gaggacgtgy gcggccgcct ggtgcagtac cgcggcgagg tgcag 55 



<210> 3 
<211> 75 
<212> DNA 

<213> Homo sapiens 
<400> 3 

gtgggaggca acctgctggt catcgtggcc atcgctygga cgccaagact gcagaccatg 60 
accaacgtgt tcgtg 75 



<210> 4 
<211> 66 
<212> DNA 

<213> Homo sapiens 



<400> 4 

gaaatgtgaa 

gcgggc 



catgtgggac tttgtgctst caccagatga gattaacacc atctatcttg 60 

66 



<210> 5 

<211> 73 

<212> DNA 

<213> Homo sapiens 

<400> 5 

gaccctgccc ccagggctcc tgaygcccac acccaagctg gagaagctca gtctggctaa 60 
caacaacttg act 73 



<210> 6 

<211> 54 

<212> DNA 

<213> Homo sapiens 

<400> 6 

gggagctctg gacctggaag trctggaagc tggaactctg ggagctctgg aact 54 



<210> 7 

<211> 61 

<212> DNA 

<213> Homo sapiens 

<400> 7 

ctttaacatt attttgaagt gattggtkgt ggtatgaatt aacagtttaa atttaaatcc 60 
t 61 
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<211> 70 
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<400> 8 

ggcggccgtg ggcggagccg cgacctgaac gcygggagac ctcaccaggc ggaggcggtg 60 
tctacctcac -, n 
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cited to establish the publication date of another citation or other "Y" 
special reason (as specified) 

"O m document referring to an oral disclosure, use, exhibition or other 
means 

M P" document published prior to the international filing date but later 
than the priority date claimed 



later document published after the international filing date or 
priority date and not in conflict with the application but cited to 
understand the principle or theory underlying the invention 
document of particular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive 
step when the document is taken alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such 
combination being obvious to a person skilled in the art 
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Box I Observations where certain claims were found unsearchable (Continuation of it em 2 of first sheet) 

This international search report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 

1. Claims Nos.: 

because they relate to subject matter not required to be searched by this Authority, namely: 



2. [j^] Claims Nos.: 

because they relate to parts of the international application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out, specifically: 



3. [ ] Claims Nos.: 

because they are dependent claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 

(See extra sheet) 



1 . j~| As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 

claims. 

2. Q As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 

3. Q As only some of the required additional search fees were timely paid by the applicant, this international search report covers 

only those claims for which fees were paid, specifically claims Nos.: 



4. [x] No required additional search fees were timely paid by the applicant. Consequently, this international search report is 

restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 
(See extra sheet) 



Remark on Protest Q The additional search fees were accompanied by the applicant's protest 
| | No protest accompanied the payment of additional search fees. 
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Continuation of Box No. II of continuation of first sheet (1) 

The following inventions are claimed in the claims of this 
application. 

Claims 1-18: method of judging the risk of arterial sclerosis, 
Claim 19: method of measuring the risk of arterial sclerosis, 
Claims 20-30: method of manifesting a factor associated with arterial 
sclerosis ("method of judging the risk" described at the end of claim 
26 was judged as to be read "method of manifesting the associated factor") , 
Claim 31: method of detecting genetic polymorphism, 
Claim 32: gene marker, 

Claims 33-37: kit for analysis of genetic polymorphism, 

Claim 38: microarray for judging the risk of arterial sclerosis, 

Claims 39-48: device for judging the risk of arterial sclerosis, 

and 

Claims 49-54: program for judging the risk of arterial sclerosis. 

On the other hand, the cited reference 1 describes a combination of 
a plurality of genetic polymorphisms having a significant positive 
association with a level of thickening of carotid intima/media composite 
and regarded as a factor associated with arterial sclerosis. Further, 
the cited references 2-5 describe genetic polymorphisms having a 
significant positive association with a level of thickening of carotid 
intima/media composite and capable of being a factor associated with 
arterial sclerosis. Still further, it was means publicly known by persons 
of ordinary skill in the art to which the invention pertains before the 
priority date of this application to, when a plurality of genetic 
polymorphisms associated with a disease are known, use a combination 
of such genetic polymorphisms in the detection and judgment of the disease . 

Under these circumstances, simply "judging the risk of arterial 
sclerosis by means of a combination of a plurality of genetic polymorphisms 
having a significant positive association with a level of thickening 
of carotid intima/media composite" can be stated as having been known 
before the priority date of this application, and hence the genetic 
polymorphisms amounting to 49 types cannot be stated as having a technical 
relationship involving the same "special technical features" (herein 
the expression "special technical features" means those technical 
features that define a contribution which each of the inventions claimed 
in the claims, considered as a whole, makes over the prior art (if necessary, 
see Rule 13.2 of the Patent Cooperation Treaty) ) . Moreover, even if the 
whole contents of the description of this application are taken into 
consideration, any other "special technical features" cannot be 
ascertained nor presumed. 

Therefore, the above 4 9 genetic polymorphisms cannot be stated as 
constituting a group of inventions so linked as to form a single general 
inventive concept . 

For the same reason, the 49 genetic polymorphisms concretely included 
in the inventions claimed in claim 19, claims 20-30, claim 31, claim 
32, claims 33-37, claim 38, claims 39-48 and claims 49-54 cannot be stated 
as constituting a group of inventions so linked as to form a single general 
inventive concept . 

Therefore, it appears that this application comprehends 49 inventions 
corresponding to the concretely described 49 genetic polymorphisms. 

(continued to extra seet) 
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